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Upon reconsideration the rejections under 35 USC 112 and 35 USC 103 
have been withdrawn in light of applicants' amendment and comments of 6/9/05. 
The amendments resolve the 1 12 issues. The prior art neither teaches nor suggests 
the compounds as presently recited in the claims. There is no suggestion or 
motivation for aromatic ring containing Z groups on the formula IV compound. 

Pursuant to current Restriction practice, claims 58-60 have been 
reconsidered for rejoinder and will be searched too the extent they read on the 
elected subject matter. 

NEW REJECTION 
indication of allowable subject matter is withdrawn in view of the following 
rejection. 

Claim Rejections - 35 USC § 1 1 2 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

Claims 47-60 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the 
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application was filed, had possession of the claimed invention. Specifically, the 
claims contain the phrase "prodrug" which is not adequately described in the 
specificatio. The specification only provides description for a pharmaceutical 
composition comprising the compound of formula IV and a pharmaceutical 
acceptable carrier. 

Claims 47-60 are rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a 
way as to enable one skilled in the art to which it pertains, or with which it is most 
nearly connected, to make the invention. 

The specification does not give any guidance as to how each of the 
heterocyclic substituted Z derivatives were prepared. In In re Wands . 8 USPQ2d 

* 

1400 (1988), factors to be considered in determining whether a disclosure meets 
the enablement requirement of 35 U.S.C. 1 12, first paragraph, have been 
described. They are: 

* 

1 . the nature of the invention, 

2. the state of the prior art, 

* 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 
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6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

In the instant case, Applicants are claiming disubstituted flouranthene 
derivatives. Applicants have not disclosed any working examples, which would 
demonstrate, or guide, one skilled in the art as to how the aryl or heterocyclic 
disubstituted flouranthene derivatives other than pyridine and pyrrole were 
prepared or obtained. See, for example, table 1 and examples 36, 53, 54 and 55. 

There is insufficient disclosure of starting materials that would place such a 
diverse genus of compounds in possession of the public in the event of a patent 
grant. In addition, there is no reasonable assurance that such an alleged genus of 
compounds would possess all of the alleged properties for use. See In re Fouche 
169 USPQ 429 ((CCPA 1971)). Quite clearly, more than routine experimentation 
would be required to place the claimed compounds, compositions and methods of 
use in possession of the public in the event of a patent grant. 

The specification must teach how to make the invention. In re Gardner . 166 
U.S.P.Q. 138 (1970). In order to practice the claimed invention, one skilled in the 
art would have speculate how the derivatives were obtained or prepared. Therefore, 
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the instant invention is not enabled. Claims limiting the scope of these terms 
should overcome this rejection. 

Claims 58-60 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to enable one skilled 
in the art to which it pertains, or with which it is most nearly connected, to use the 
invention. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue". 
These factors include 1) the breadth of the claims, 2) the nature of the invention, 3) 
the state of the prior art, 4) the level of one of ordinary skill, 5) the level of 
predictability in the art, 6) the amount of direction provided by the inventor, 7) the 
existence of working examples, and 8) the quantity of experimentation needed to 
make or use the invention based on the content of the disclosure. In re Wands, 858 
F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 
The nature of the invention: The nature of the invention is drawn to a method of 
modulating or inhibiting PARG using a compound of claim 47. 
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The state of the prior art and predictability: The state of the prior art is that it 
involves screening in vitro and in vivo to determine which compounds exhibit the 
desired pharmacological activities (i.e. what compounds can treat which specific 
disease). There is no absolute predictability even in view of the seemingly high 
level of skill in the art. The existence of these obstacles establishes that the 
contemporary knowledge in the art would prevent one of ordinary skill in the art 
from accepting any therapeutic regimen on its face. It is noted that the 
pharmaceutical art is unpredictable, requiring each embodiment to be individually 
assessed for physiological activity. In re Fisher, 427 F. 2d 833, 166 USPQ 18 
(CCPA 1 970) indicates that the more unpredictable an area is, the more specific 
enablement is necessary in order to satisfy the statute. In the instant case, the 
instantly claimed invention is highly unpredictable given the unpredictability of 
treating all diseases and disorders selected from acute pain, 
Arthritis, atherosclerosis, cachexia, cardiovascular disorders, chronic pain, 
degenerative diseases, diabetes, head trauma hyperglycemia immune senescence 
inflammatory bowel disorders, ischemia macular degeneration muscular dystrophy, 
tissue damage resulting from ischemia and reperfusion injury, neurological 
disorders and neurodegenerative diseases, neuronal tissue damage or disease, 
neuropathic pain nervous insult, osteoarthritis osteoporosis, peripheral nerve 
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injury, renal failure, resuscitated hemorrhagic shock, retinal ischemia septic shock 
skin aging, vascular stroke, diseases or disorders relating to lifespan or 
proliferative capacity of cells, and diseases or disease conditions induced or 
exacerbated by cellular senescence. 

Guidance and working examples: Compounds according to the invention have 
been made. The assay test is noted. While screening test in an assay provides data 
in picking and choosing lead compounds for further testing, screening test per se 
does not provide sufficient operational guidance in an 'individual' in patho- 
physiological environment. 

It is not clear that the assays correlate to any form of PARG treatment. There 
is no evidence of functional treatment, i.e. no correlation to treatment in humans. 
It has yet to be established that the claimed compounds have a viable utility which 
is why they are included in the rejection. 

The 'how to use' requirements of 35 USC 1 12 are not met by disclosing only a 
pharmaceutical activity of the clamed compounds if one skilled in the art would 
not be able to use the compounds effectively without undue experimentation. 
More than mere assertions or screening data is needed unless one of ordinary skill 
in the art would accept the utility statement as obviously valid and correct. The 
instantly claimed compounds are not structurally similar to known compounds 
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having the same activity and their pharmacological properties can not be predicted 
from their chemical structure, thus a disclosure that they possess a particular 
activity is not enough. See Tan et al Hepatitis C Therapeutics: CURRENT 
STATUS AND EMERGING STRATEGIES, Nature Reviews, Drug Discover, 
Vol. 1, November 2002, 867-881, page 871, Table 1, teach several drugs (not 
structurally similar to the claimed compounds) that are used to treat HCV. 

Further, many of the diseases or disorders named are in fact a CLASS of 
disorders or diseases. No single compound or class of compounds is known to 
treat all the sub-categories of a particular type of disease or disorder. By way of 
example, applicants name diseases or disorders associated with all disorders that in 
some way relate to life span, all types of pain, all types of aging, any kind of head 
trauma. Applicants' are attempting to claim every known associated disease or 
disorder with the above conditions as well as future diseases and disorders and 
such is wholly inoperable. 

The instant specification does not adequately describe or enable the 

nexus between the modulation of PARG and a useful treatment of a 

disease/ condition. Modulation of PARG involves antagonism, inhibition, 

agonism and others. These modulations are sometimes opposite reactions. 

It is not seen where the instant specification adequately describes the nexus 
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between the modulation of PARG and a useful treatment of a single disease 
or condition. 

Hence, in the absence of a showing of correlation between all the diseases 
claimed as capable of treatment by the compound of claim 47 and PARG, one of 
skill in the art is unable to fully predict possible results from the administration of 
the compound of claim 47 due to the unpredictability of the role of PARG, i.e. 
whether promotion or inhibition would be beneficial for the treatment of the 
diseases. 

Claims 55-60 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 
The specification does not teach how to use the compounds. In this field of highly 
unpredictable, extremely difficult art, the specification provided no specific 
compound with data of dosage or efficacy information, and thus lacked description 
and enablement of how the claimed scope can be operated. 



Application/Control Number: 1 0/649,95 1 



Page 10 



Art Unit: 1625 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Raymond Covington whose telephone number 
is (57 1 ) 272-068 1 . The examiner can normally be reached on M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, C. Tsang can be reached on (571) 272-0562. The fax 
phone number for the organization where this application or proceeding is assigned 
is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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